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AB N- (Sulfonyloxybiarylmethyl) aminocyclopropanecarboxamide derivs . (I) [Rl, 
R2 = H, Cl-4 alkyl; R3a, R3b = H, (un) substituted Cl-4 alkyl; R4a, R4b = 
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H, halogen, (un) substituted Cl-4 alkyl; or R4a and R4b together with the 
carbon atom to which they are both attached form an (un) substituted 
exocyclic methylene; R5 = each (un) substituted Cl-6 alkyl, C3-8 
cycloalkyl, C3-6 alkynyl, C2-6 alkenyl, (CH2 ) k-aryl , (CH2) k-heterocycle ; 
R6a = -OS02R8, -NR8aS02R9, -C (R8b) (R8c) S02R9 ; R6b, R6c, R6d = H, halogen, 
OS02R8, (un) substituted Cl-4 alkyl, cyano, nitro, ORa, C02Ra, or when 
attached to adjacent carbon atoms R6C and R6d together with the carbon 
atoms to which they are attached form a 5- to 8-membered saturated or unsatd 
ring; R7 = H, halogen, cyano, nitro, ORa, C02Ra, C(0)NRbRc, 
(un) substituted Cl-4 alkyl; R8 = H, each (un) substituted Cl-4 alkyl, 
(CH2) k-aryl, or NH2; R8a, R8b, R8c = H, (un) substituted Cl-4 alkyl; or 
when R6a and R6b are attached to adjacent atoms, R8a and R6b together 
complete 5- or 6-membered ring; R9 = each (un) substituted Cl-4 alkyl,. 
aryl, or (CH2) k-aryl; Ra, Rb, Rc = H, each Cl-4 alkyl or Ph, C3-6 
cycloalkyl; or NRbRc together forms a cyclic imide or a 4-, 5-, or 
6-membered ring optionally containing an addnl. heteroatom selected from N, 
and S; X = CH, N; Y = C, S (0) ; k = 0, 1, 2], These compds . are bradykinin 
Bl antagonists or inverse agonists useful in the treatment or prevention 
of symptoms such as pain and inflammation associated with the bradykinin Bl 
pathway. Thus, N- [ 1- [ [ [2-fluoro-4- (4,4,5, 5-tetramethyl-l , 3, 2-dioxaborolan- 
2-yl) benzyl] amino] carbonyl] cyclopropyl ] pyrimidine-5-carboxamide was 
coupled with l-bromo-3-f luoro-2-methoxybenzene in the presence of 
tetrakis ( triphenylphosphine ) palladium ( 0 ) and potassium phosphate at 
110° for 16 h to give N- [ 1- [ [ [ ( 3, 3 ' -dif luoro-2 ' -methoxy-1 , 1 ' - 
biphenyl-4-yl)methyl] amino] carbonyl] cyclopropyl ] pyrimidine-5-carboxamide 
which was treated with boron tribromide in CH2C12 at room temperature for 48 
to give N- [ 1- [ [ [ ( 3 , 3 1 -dif luoro-2 1 -hydroxy- 1 , 1 1 -biphenyl-4- 
yl) methyl] amino] carbonyl] cyclopropyl] pyrimidine-5-carboxamide (II) . II 
was stirred with tif luoromethanesulf onic anhydride in the presence of Et3N 
in CH2C12 at room temperature for 2 h to give 

3,3' -dif luoro-4 1 - [ [ [ [1- [ (pyrimidin- 

5-ylcarbonyl) amino] cyclopropyl] carbonyl ] amino] methyl] -1,1 ' -biphenyl-2-yl 
trif luoromethanesulf onate (III) . 

IT 578767-41-6P, N-[l-[ [ [ ( 3 , 3 ' -Dif luoro-2 * -methoxy-1 , 1 1 -biphenyl-4- 
yl ) methyl ] amino] carbonyl] cyclopropyl ] pyrimidine-5-carboxamide 
845830-01-5P, N-[l-[ [ [ ( 3, 3 ' -Dif luoro-2 1 -hydroxy-1 , 1 ' -biphenyl-4 - 
yl ) methyl ] amino] carbonyl ] cyclopropyl ] pyrimidine-5-carboxamide 
RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(React ant or reagent ) 

(intermediate; preparation of sulfonyl substituted N- 
(biarylmethyl) aminocyclopropanecarboxamides as bradykinin Bl 
antagonists or inverse agonists for treatment or prevention of pain and 
inflammation) 

RN 578767-41-6 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N- [1- [ [ [ (3, 3 1 -dif luoro-2 ' -methoxy [1, 1 1 -biphenyl] - 
4-yl)methyl] amino] carbonyl] cyclopropyl] - (9CI) (CA INDEX NAME) 
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RN 845830-01-5 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N- [ 1- [ [ [ ( 3 , 3 1 -dif luoro-2 1 -hydroxy [1, 1 ' -biphenyl] - 
4-yl) methyl] amino] carbonyl] cyclopropyl] - (CA INDEX NAME) 




IT 845829-98-3P, 3 , 3 ' -Dif luoro-4 ' - [ [ [ [l-[ (pyrimidin-5- 

ylcarbonyl) amino] cyclopropyl] carbonyl] amino) methyl] -1, 1 1 -biphenyl-2-yl 
trifluoromethanesulfonate 845830-32-2P, N- [1- [ [ [ [3, 3 ' -Dif luoro- 
2 1 - [ (methylsulf onyl) amino] -1,1' -biphenyl-4-yl] methyl ] amino] carbonyl] cyclop 
ropyl ] pyrimidine-5-carboxamide 845830-34-4P, 

N- [ 1- [ [ [ [2 1 - (1, 1-Dioxido-l, 2-thiazinan-2-yl) -3, 3 1 -dif luoro-1 , 1 1 -biphenyl-4- 

yl] methyl] amino] carbonyl] cyclopropyl ] pyrimidine-5-carboxamide 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 

(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(preparation of sulfonyl substituted N- (biarylmethyl) aminocyclopropanecarbox 
amides as bradykinin Bl antagonists or inverse agonists for treatment 
or prevention of pain and inflammation) 
RN 845829-98-3 HCAPLUS 

CN Methanesulf onic acid, trifluoro-, 3, 3 1 -dif luoro-4 1 - [ [ [ [ 1- [ (5- 

pyrimidinylcarbonyl) amino] cyclopropyl] carbonyl] amino] methyl ] [1,1'- 
biphenyl] -2-yl ester (9CI) (CA INDEX NAME) 




RN 845830-32-2 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N- [ 1- [ [ [ [ 3, 3 1 -dif luoro-2 1 - 

[ (methylsulf onyl) amino] [1,1' -biphenyl] -4-yl ] methyl ] amino] carbonyl] cyclopro 
pyl]- (CA INDEX NAME) 
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Me- S-NH 




0 



RN 845830-34-4 HCAPLUS 
• CN 5-Pyrimidinecarboxamide, N- [ 1- [ [ [ [3, 3 1 -dif luoro-2 f - ( tetrahydro-1, 1-dioxido- 
2H-1, 2-thiazin-2-yl) [1, 1 1 -biphenyl] -4-yl] methyl] amino] carbonyl] cyclopropyl 
]- (CA INDEX NAME) 
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Patent 
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AB Title compds. [I; Rl, R2 = H, alkyl; R4 , R41 = H, halo, (substituted) 
alkyl; R5 = alkynyl, (substituted) alkyl, cycloalkyl, alkenyl, 
aryl (alkyl), heterocyclyl (alkyl ) , etc.; R6 = halo, cyano, N02, cycloalkyl, 
(substituted) alkyl, alkenyl, amino, acylamino, heterocyclyl, etc.; R61, 
R62 = H, R6; R7, R71 = H, halo, cyano, N02, OH, C02H, alkyl, haloalkyl, 
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etc.; with provisos], were prepared for treatment of pain and inflammation 

(no data) . Thus, a mixture of THF, H20, K2C03, Me 2-iodobenzoate, 

4-cyanophenylboronic acid, and bis ( trd-o-tolylphosphine') palladium ( II ) 

chloride was refluxed 3.5 h, cooled to ambient temperature, and stirred 

overnight to give Me 4 1 -cyano-1 , 1 1 -biphenyl-2-carboxylate . The latter in 

2 M NH3 in MeOH with a 50% aqueous slurry of Raney Ni was stirred under H2 for 

9 h to give a residue which was dissolved in Et20/EtOAc prior to 

introduction of HC1 to give Me 4 ? - (aminomethyl) -1, 1 ' -biphenyl-2- 

carboxylate hydrochloride. To the free base of the above in THF was added 

1- [ (tert-butoxycarbonyl) amino] cyclopropanecarboxylic acid, Et3N, HOBt . H20, 

and EDCI and the mixture was stirred overnight to provide Me 

4 ' - [ [ [ [1- [ (tert-butoxycarbonyl) amino] cyclopropyl] carbonyl] amino] methyl ] - 

1, 1 1 -biphenyl-2-carboxylate . The latter was treated with HC1 in 

CH2C12/MeOH to give the deprotected amine which was treated with HOBt.H20, 

3, 3, 3-trif luoropropionic acid, Et3N, and EDCI in DMF to give 78% Me 

4 1 - [ [ [ [l-[ (3,3, 3-trif luoropropanoyl ) amino] cyclopropyl ] carbonyl] amino] me thy 

1] -1, 1 1 -biphenyl-2-carboxylate. 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of N-biphenylmethyl cycloalkanecarboxamides as bradykinin Bl 
antagonists or inverse agonists useful in the treatment of pain and 
inflammation) 
RN 578766-74-2 HCAPLUS 

CN [1, l f -Biphenyl]-2-carboxylic acid, 4 '-[[[[ 1- [ [ ( 1 , 6-dihydro-6-oxo-3- 

pyridazinyl) carbonyl] amino] cyclopropyl] carbonyl] amino] methyl ] -, methyl 
ester (9CI) (CA INDEX NAME) 
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RN - 578766-79-7 HCAPLUS 

CN [1, l , -Biphenyl]-2-carboxylic acid, 4 1 - [ [ [ [ 1- [ ( 3- 

pyridazinylcarbonyl) amino] cyclopropyl] carbonyl] amino] methyl ] methyl 
ester (9CI) (CA INDEX NAME) 




RN 578766-80-0 HCAPLUS 

CN [1, l , -Biphenyl]-2-carboxylic acid, 4 ' - [ [ [ [ 1- [ ( 5- 

pyrimidinylcarbonyl) amino] cyclopropyl] carbonyl] amino] methyl ] -, methyl 
ester (CA INDEX NAME) 
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NH 




RN 578766-81-1 HCAPLUS 

CN [l,l , -Biphenyl]-2-carboxylic acid, 4 1 - [ [ [ [ 1- [ ( 4- 

pyrimidinylcarbonyl) amino] cyclopropyl] carbonyl ] amino] methyl ] -, methyl 
ester (9CI) (CA INDEX NAME) 




RN 578767-09-6 HCAPLUS 

CN [1, 1 '-Biphenyl] -2-carboxylic acid, 4'-[ [ [ [l-[ (trif luoroacetyl ) amino] cyclop 
ropyl] carbonyl] amino] methyl ] -, methyl ester (9CI) (CA INDEX NAME) 




0 



RN 578767-19-8 HCAPLUS 

CN [1, 1 '-Biphenyl] -2-carboxylic acid, 3 , 3 ' -dif luoro-4 ' - [ [ [ [ 1- [ ( 5- 
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pyrimidinylcarbonyl) amino] cyclopropyl] carbonyl] amino] methyl ] methyl 
ester (9CI) (CA INDEX NAME) 




RN 57 87 67-2 9-0 HCAPLUS 

CN [l,l f -Biphenyl]-2-carboxylic acid, 3 1 -chloro-3-f luoro-4 1 - [ [ [ [ 1- [ ( 5- 

pyrimidinylcarbonyl) amino] cyclopropyl ] carbonyl] amino] methyl] -, methyl 
ester (9CI) (CA INDEX NAME) 




RN 578767-31-4 HCAPLUS 

CN [1, l f -Biphenyl]-2-carboxylic acid, 3-f luoro-4 ' -[[[[ 1- [( 5- 

pyrimidinylcarbonyl) amino] cyclopropyl] carbonyl ] amino] methyl ] -, methyl 
ester (9CI) (CA INDEX NAME) 
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RN 578767-35-8 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N-[l-[ [ [ [ 3, 3 1 -dif luoro-2 ' - (2-methyl-2H-tetrazol- 
yl) [1, 1 1 -biphenyl] - 4 -yl ] methyl ] amino] carbonyl] cyclopropyl] - (9CI) (CA 
INDEX NAME) 




RN 578767-36-9 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N- [ 1- [ [ [ [ 3 , 3 1 -dif luoro-2 1 - ( trif luoromethyl ) [1,1' 
biphenyl] -4 -yl ] methyl ] amino] carbonyl] cyclopropyl] - (9CI) (CA INDEX NAME) 




RN 578767-39-2 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N-[l-[ [ [ [3, 3 ' -dif luoro-2 1 - ( 3-methyl-l , 2, 4- 

oxadiazol-5-yl ) [1, 1 1 -biphenyl] -4-yl] methyl] amino] carbonyl] cyclopropyl] - 
(9CI) (CA INDEX NAME) 
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RN 578767-41-6 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N- [ 1- [ [ [ (3, 3 1 -dif luoro-2 1 -methoxy [ 1, 1 1 -biphenyl ] - 
4-yl) methyl] amino] carbonyl ] cyclopropyl ] - (9CI) (CA INDEX NAME) 




RN 578767-45-0 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N- [ 1- [[[[ 3 ' -chloro-3-f luoro-2 1 - 

[ (methylamino) carbonyl] [1,1* -biphenyl] -4-yl] methyl ] amino] carbonyl ] cyclopro 
pyl]- (9CI) (CA INDEX NAME) 




Updated Search 



RN 578767-46-1 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N- [ 1- [ [ [ (2 1 , 3 1 -dichloro-3-f luoro [1, 1 1 -biphenyl] 
yl)methyl] amino] carbonyl] cyclopropyl] - (9CI) (CA INDEX NAME) 




RN 578767-47-2 HCAPLUS 

CN [1, 1 '-Biphenyl] -2-carboxylic acid, 3-f luoro-3 1 -methoxy-4 ' - [ [ [ [1- [ (5- 
pyrimidinylcarbonyl) amino] cyclopropyl] carbonyl] amino] methyl] methyl 
ester (9CI) (CA INDEX NAME) 




RN 578767-48-3 HCAPLUS 

CN [1, 1' -Biphenyl] -2-carboxylic acid, 3 , 3 1 -dif luoro-4 1 - [ [ [ [l-[ (2,2,2- 

trif luoroacetyl) amino] cyclopropyl] carbonyl] amino] methyl ] -, methyl ester 
(CA INDEX NAME) 




Updated Search 



CN 5-Pyrimidinecarboxamide, N-[l-[ [ [ [ 3-f luoro-2 1 - ( 1-methylethyl ) [1,1'- 

biphenyl] -4-yl]methyl] amino] carbonyl] cyclopropyl] - (9CI) (CA INDEX NAME) 




RN 57 87 67-59-6 HCAPLUS 

CN [1, l f -Biphenyl]-2-carboxylic acid, 3-f luoro-3 1 -hydroxy-4 1 - [ [ [ [l-[ (5- 
pyrimidinyl carbonyl) amino] cyclopropyl] carbonyl] amino] methyl] -, methyl 
ester (9CI) (CA INDEX NAME) 




RN 578767-60-9 HCAPLUS 

CN [1,1' -Biphenyl] -2-carboxylic acid, 3-f luoro-3 1 -hydroxy- 4 1 - [ [ [ [1- [ (5- 

pyrimidinylcarbonyl) amino] cyclopropyl] carbonyl] amino] methyl ] - (9CI) (CA 
INDEX NAME) 




Updated Search 



RN 578767-61-0 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N- [1- [ [ ( [1, 1 1 -biphenyl] -4- 

ylmethyl) amino] carbonyl] cyclopropyl] - (9CI) (CA INDEX NAME) 



0 




Ph 



RN 578767-62-1 HCAPLUS 

CN [1, 1 '-Biphenyl] -2-carboxylic acid, 3-f luoro-3 1 - (methylamino) -4 '-[[[[ 1- [ (5- 
pyrimidinylcarbonyl) amino] cyclopropyl ] carbonyl ] amino] methyl ] -, methyl 
ester (9CI) (CA INDEX NAME) 




RN 578767-65-4 HCAPLUS 

CN Cyclopropanecarboxamide, N- [ [3, 3 ' -dif luoro-2 ' - ( trif luoromethyl ) [1, 1 1 - 

biphenyl] -4 -yl ] methyl ] -1- [ ( trif luoroacetyl ) amino]- (9CI) (CA INDEX NAME) 




0 



RN 5787 67-67-6 HCAPLUS 



Updated Search 



CN Cyclopropanecarboxamide, N- [ [3, 3 1 -dif luoro-2 1 - (2-methyl-2H-tetrazol-5- 
yl) [1, 1 '-biphenyl] -4 -yl ] methyl ] -1- [ ( tr if luoroacetyl ) amino] - (9CI) (CA 
INDEX NAME) 




RN 578767-68-7 HCAPLUS 

CN Cyclopropanecarboxamide, . N- [ (3, 3 ' -dif luord-2 1 -methoxy [1, 1 1 -biphenyl] -4- 
yl) methyl ]-!-[ (trif luoroacetyl ) amino]- (9CI) (CA INDEX NAME) 



OMe 




NH — C-CF3 



0 

RN 578767-71-2 HCAPLUS 

CN Cyclopropanecarboxamide, N- [ [3,3' -dif luoro-2 1 - (3-methyl-l, 2, 4-oxadiazol-5- 
yl) [1, 1 1 -biphenyl] -4-yl] methyl] -1- [ (trif luoroacetyl ) amino] - (9CI) (CA 
INDEX NAME) 




RN 578767-74-5 HCAPLUS 

CN [1,1' -Biphenyl] -2-carboxylic acid, 4 1 - [ [ [ [ 1- [ ( 2-chloro-2 , 2- 

dif luoroacetyl) amino] cyclopropyl] carbonyl] amino] methyl ] -3,3' -dif luoro-, 
methyl ester (CA INDEX NAME) 



Updated Search 




NH — C-CF2-C1 

II 

0 



RN 578767-78-9 HCAPLUS 

CN [1, l f -Biphenyl]-2-carboxylic acid, 3-chloro-3 1 -f luoro-4 1 - [ [ [ [l-[.(5- 

pyrimidinylcarbonyl) amino] cyclopropyl] carbonyl] amino] methyl ] -, methyl 
ester (9CI) (CA INDEX NAME) 




RN 578767-82-5 HCAPLUS 

CN , [1, l ! -Biphenyl]-2-carboxylic acid, 3-chloro-3 1 -f luoro-4 '-[ [ [ [1- 

[ {trif luoroacetyl) amino] cyclopropyl ] carbonyl ] amino] methyl] -, methyl ester 
(9CI) (CA INDEX NAME) 



C- OMe 




0 



RN 578767-85-8 HCAPLUS 

CN [1, 1 » -Biphenyl] -2-carboxylic acid, 3 1 , 6-dif luoro-4 1 -[[[[ 1- 

[ (trif luoroacetyl) amino] cyclopropyl] carbonyl] amino] methyl ] -, methyl ester 
(9CI) (CA INDEX NAME) 



Updated Search 




0 



RN 578767-86-9 HCAPLUS 

CN [1, l'-Biphenyl]-2-carboxylic acid, 3 1 , 6-dif luoro-4 ' - [ [ [ [ 1- [ ( 5- 

pyrimidinylcarbonyl) amino] cyclopropyl] carbonyl] amino] methyl] -, methyl 
ester (9CI) (CA INDEX NAME) 




RN 578767-91-6 HCAPLUS 

CN [l,l'-Biphenyl]-2-carboxylic acid, 3 ' -f luoro-3-methyl-4 ' - [ [ [ [1- 

[ (trif luoroacetyl) amino] cyclopropyl] carbonyl ] amino] methyl ] -, methyl ester 
(9CI) (CA INDEX NAME) 




RN 578767-92-7 HCAPLUS 

CN [1, 1 '-Biphenyl] -2-carboxylic acid, 3 ' -f luoro-3-methyl-4 ■ - [ [[[!-[ (5- 

pyrimidinylcarbonyl) amino] cyclopropyl] carbonyl ] amino] methyl ] -, methyl 
ester (9CI) (CA INDEX NAME) 



Updated Search 




RN 578767-93-8 HCAPLUS 

CN [1/ 1 ' -Biphenyl] -2-carboxylic acid, 3-f luoro-3 1 - (methylsulf onyl ) -4 1 - [ [ [ [1- 
[ (5-pyrimidinylcarbonyl) amino] cyclopropyl] carbonyl] amino] methyl ] methyl 
ester (9CI) (CA INDEX NAME) 




RN 578767-94-9 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N- [1- [ [ [ (2 ' -bromo-3-f luoro [1,1* -biphenyl] -4- 
yDmethyl] amino] carbonyl] cyclopropyl] - (9CI) (CA INDEX NAME) 




RN 578767-95-0 HCAPLUS 

CN Carbamic acid, [3, 3 1 -dif luoro-4 1 - [ [ [ [1- [ (5-pyrimidinylcarbonyl) amino] cyclo 
propyl] carbonyl] amino] methyl ] [ 1, 1 1 -biphenyl ] -2-yl] -, methyl ester (9CI) 



Updated Search 



(CA INDEX NAME) 




RN 578767-96-1 HCAPLUS 

CN Carbamic acid, [3, 3 ' -difluoro-4 [ [ [ [1- [ (5-pyrimidinylcarbonyl ) amino] cycl 
propyl] carbonyl] amino] methyl] [ 1 , 1 1 -biphenyl ] -2-yl ] ethyl ester (9CI) 
(CA INDEX NAME) 




RN 578767-97-2 HCAPLUS 

CN Carbamic acid, [3, 3 1 -difluoro-4 1 - [ [ [ [1- [ (5-pyrimidinylcarbonyl) amino] cycl 
propyl] carbonyl] amino] methyl] [ 1 , 1 1 -biphenyl ] -2-yl ] -, 2-f luoroethyl ester 
(9CI) (CA INDEX NAME) 
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FCH2~ CH2~ 0— C- NH 




RN 57 87 67-98-3 HCAPLUS 

CN Carbamic acid, [3,3' -dif luoro-4 1 - [ [ [ [1- [ ( trif luoroacetyl ) amino] cyclopropyl 
] carbonyl] amino]methyl] [1, 1 1 -biphenyl] -2-yl] methyl ester (9CI) (CA 
INDEX NAME) 




NH— C-CF3 



0 

RN 578768-03-3 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N- [ 1- [ [ [ [2 1 - (dimethyl amino) -3-f luoro [ 1 , 1 1 - 

biphenyl] -4-yl ] methyl ] amino] carbonyl] cyclopropyl] - (9CI) (CA INDEX NAME) 




RN 5787 68-07-7 HCAPLUS 

CN Carbamic acid, [ [3, 3 1 -dif luoro-4 1 - [ [ [ [1- [ ( trif luoroacetyl ) amino] cyclopropy 
1] carbonyl] amino] methyl ] [ 1 , 1 1 -biphenyl ] -2-yl ] methyl ] methyl ester (9CI) 
(CA INDEX NAME) 



Updated Search 




NH— C-CF3 



0 

RN 578768-08-8 HCAPLUS 

CN Carbamic acid, [ [3, 3 1 -dif luoro-4 1 - [ [ [ [1- [ ( 5-pyrimidinylcarbonyl ) amino] cycl 
opropyl] carbonyl] amino] methyl ] [1, 1 1 -biphenyl] -2-yl] methyl ] -, methyl ester 
(9CI) (CA INDEX NAME) 




RN 578768-09-9 HCAPLUS 

CN Carbamic acid, [ [ [3, 3 ' -dif luoro-4 1 - [ [ [ [1- [ ( trif luoroacetyl) amino] cycloprop 
yl] carbonyl] amino] methyl] [1, 1 1 -biphenyl] -2-yl] amino] carbonyl] -, methyl 
ester (9CI) (CA INDEX NAME) 



NH- C- NH- C- OMe 




NH— C-CF3 



0 

RN 578768-10-2 HCAPLUS 

CN Carbamic acid, [ [ [3, 3 f -difluoro-4 1 - [ [ [ [1- [ (5-pyrimidinylcarbonyl ) amino] eye 
lopropyl] carbonyl] amino] methyl ] [1, 1 1 -biphenyl] -2-yl] amino] carbonyl] ^, 
methyl ester (9CI) (CA INDEX NAME) 
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RN 578768-14-6 HCAPLUS 

CN [1/ 1 ' -Biphenyl] -2-carboxamide, 3, 3 1 -dichloro-N-methyl-4 1 - [ [ [ [1- 

[ (trif luoroacetyl) amino] cyclopropyl] carbonyl] amino] methyl] - (9CI) (CA 
INDEX NAME) 



C-NHMe 




NH— C-CF3 



0 

RN 578768-16-8 HCAPLUS 

CN [1, 1' -Biphenyl] -2-carboxamide, 3 , 3 ' -dif luoro-N-methyl-4 1 - [ [ [ [1- 

[ (trif luoroacetyl) amino] cyclopropyl] carbonyl] amino]methyl] - (9CI) (CA 
INDEX NAME) 




NH— C-CF3 



0 



RN • 578768-25-9 HCAPLUS 

CN [1, 1' -Biphenyl] -2-carboxylic acid, 3 , 3 ' -dif luoro-4 ' - [ [ [ [ 1- [ ( 5- 

pyrimidinylcarbonyl) amino] cyclopropyl] carbonyl] amino] methyl ] cyclobutyl 
ester (9CI) (CA INDEX NAME) 



Updated Search 




RN 578768-26-0 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N-[l-[ [ [ [ 3, 3 1 -dif luoro-2 1 - [ [ (1- 

methylethyl) amino] carbonyl] [1, 1 f -biphenyl] -4-yl ] methyl ] amino] carbonyl] cycl 
opropyl]- (9CI) (CA INDEX NAME) 




RN 578768-27-1 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N- [ 1- [ [ [ [2 1 - [ (ethyl amino) carbonyl ] -3, 3 1 - 

dif luoro [ 1 r 1 1 -biphenyl ] -4-yl ] methyl ] amino] carbonyl] cycl opropyl ] - ( 9CI) 
(CA INDEX NAME) 




Updated Search 



RN 578768-28-2 HCAPLUS 

CN [1, l'-Biphenyl]-2-carboxylic acid, 3, 3 ' -dif luoro-4 ' - [ [ [ [ 1- [ ( 5- 
pyrimidinylcarbonyl) amino] cyclopropyl] carbonyl] amino] methyl ] -, 
1-methylethyl ester (9CI) (CA INDEX NAME) 




RN 578768-35-1 HCAPLUS 

CN [1, l , -Biphenyl]-2-carboxylic acid, 3, 3 ' , 5 ' -trif luoro-4 ' - [ [ [ [ 1- [ (5- 

pyrimidinylcarbonyl ) amino] cyclopropyl ] carbonyl ] amino] methyl ] methyl 
ester (9CI) (CA INDEX NAME) 




RN 578768-36-2 HCAPLUS 

CN [1, l , -Biphenyl]-2-carboxylic acid, 3 , 3 1 , 5 1 -trif luoro-4 '-[[[[ 1- 

[ ( trif luoroacetyl) amino] cyclopropyl] carbonyl] amino] methyl ] methyl ester 
(9CI) (CA INDEX NAME) 




0 
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RN 578768-37-3 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N- [ 1- [ [ [ ( 3 , 5 ' -dif luoro-2 1 -f ormyl [1, 1 1 -biphenyl] -4- 1 
yljmethyl] amino] carbonyl] cyclopropyl] - (9CI) (CA INDEX NAME) 



F 




RN 57 87 68-38-4 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N- [ 1- [ [ [ [ 3 , 5 1 -dif luoro-2 1 - ( 1-hydroxyethyl ) [1, 1 1 - 
biphenyl] -4-yl]methyl] amino] carbonyl] cyclopropyl]- (9CI) (CA INDEX NAME) 



F 




RN 578768-39-5 HCAPLUS 

CN Cyclopropanecarboxamide, N- [ [ 3 , 5 * -dif luoro-2 ' - ( 3-methyl-l , 2, 4-oxadiazol-5- 
yl) [1, 1' -biphenyl] -4 -yl] methyl ]-l- [ ( trif luoroacetyl) amino] - (9CI) (CA 
INDEX NAME) 




Updated Search 



/ 



RN 578768-40-8 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N- [ 1- [ [ [ [ 3, 5 1 -dif luoro-2 ' - (3-methyl-l, 2, 4- 

oxadiazol-5-yl) [1, 1 1 -biphenyl] -4-yl ] methyl ] amino] carbonyl] cyclopropyl] - 
(9CI) (CA INDEX NAME) 




RN 578768-41-9 HCAPLUS 

CN [1, 1 '-Biphenyl] -2-carboxylic acid, 3 1 , 5-dif luoro-4 1 - [ [ [ [ 1- 

[ (trif luoroacetyl) amino] cyclopropyl] carbonyl] amino] methyl] -, methyl ester 
(9CI) (CA INDEX NAME) 



0 

C- OMe 




0 



=> d his 

(FILE 'HOME' ENTERED AT 02:46:20 ON 25 SEP 2007) 

FILE 1 REGISTRY 1 ENTERED AT 02:46:26 ON 25 SEP 2007 

LI STRUCTURE UPLOADED 

L2 3 S LI 

L3 60 S LI FULL 

FILE 1 HCAPLUS 1 ENTERED AT 02:50:23 ON 25 SEP 2007 

L4 5 S L3 

L5 2 S L4 AND ANTHONY, N?/AU 
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-> s 14 not 15 

L6 3 L4 NOT L5 

=> s 16 and gomez, r?/au 

2087 GOMEZ, R?/AU 
L7 0 L6 AND GOMEZ, R?/AU 

=> s 16 and jolly, s?/au 

279 JOLLY, S?/AU 
L8 0 L6 AND JOLLY, S?/AU 



=> s 16 and lim, j?/au 

4399 LIM, J?/AU 
L9 0 L6 AND LIM, J?/AU 



=> s 16 and su, d?/au 

1955 SU, D?/AU 

L10 0 L6 AND SU, D?/AU 

=> d 16, ibib abs hitstr, 1-3 
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III 



AB N- (Sulf onyloxybiarylmethyl) aminocyclopropanecarboxamide derivs . (I) [Rl, 
R2 = H, Cl-4 alkyl; R3a, R3b - H, (un) substituted Cl-4 alkyl; R4a, R4b = 
H, halogen, (un) substituted Cl-4 alkyl; or R4a and R4b together with the 
carbon atom to which they are both attached form an (un) substituted 
exocyclic methylene; R5 = each (un) substituted Cl-6 alkyl, C3-8 
cycloalkyl, C3-6 alkynyl, C2-6 alkenyl , (CH2 ) k-aryl , (CH2 ) k-heterocycle; 
R6a = -OS02R8, -NR8aS02R9, -C(R8b) (R8c)S02R9; R6b, R6c, R6d = H, halogen, 
OS02R8, (un) substituted Cl-4 alkyl, cyano, nitro, ORa, C02Ra, or when 
attached to adjacent carbon atoms R6C and R6d together with the carbon 
atoms to which they are attached form a 5- to 8-membered saturated or unsatd. 
ring; R7 = H, halogen, cyano, nitro, ORa, C02Ra, C(0)NRbRc, 
(un) substituted Cl-4 alkyl; R8 = H, each (un) substituted Cl-4 alkyl, 
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(CH2) k-ar.yl, or NH2; R8a, R8b, R8c = H, (un) substituted Cl-4 alkyl; or 

when R6a and R6b are attached to adjacent atoms, R8a and R6b together 

complete 5- or 6-membered ring; R9 = each (un) substituted Cl-4 alkyl, 

aryl, or (CH2)k-aryl; Ra, Rb, Rc = H, each Cl-4 alkyl or Ph, C3-6 

cycloalkyl; or NRbRc together forms a cyclic imide or a 4-, 5-, or 

6-membered ring optionally containing an addnl . heteroatom selected from N, 0, 

and S; X = CH, N; Y = C, S (0) ; k = 0, 1, 2].. These compds . are bradykinin 

Bl antagonists or inverse agonists useful in the treatment or prevention 

of symptoms such as pain and inflammation associated with the bradykinin Bl • 

pathway. Thus, N- [1- [ [ [2-f luoro-4- (4,4,5, 5-tetramethyl-l , 3, 2-dioxaborolan- 

2-yl)benzyl] amino] carbonyl] cyclopropyl ] pyrimidine-5-carboxamide was 

coupled with l-bromo-3-f luoro-2-methoxybenzene in the presence of 

tetrakis (triphenylphosphine) palladium (0) and potassium phosphate at 

110° for 16 h to give N- [ 1- [ [ [ ( 3, 3 1 -dif luoro-2 1 -methoxy-1 , 1 1 - 

biphenyl - 4 -yl) methyl ] amino] carbonyl] cyclopropyl ] pyrimidine-5-carboxamide 

which was treated with boron tribromide in CH2C12 at room temperature for 48 h 

to give N-[l-[ [ [ (3,3 f -dif luoro-2 1 -hydroxy- 1 , 1 ' -biphenyl- 4- 

yl) methyl] amino] carbonyl] cyclopropyl ] pyrimidine-5-carboxamide (II) . II 

was stirred with tif luoromethanesulf onic anhydride in the presence of Et3N 

in CH2C12 at room temperature for 2 h to give 

3, 3 1 -dif luoro-4 1 - [ [ [ [1- [ (pyrimidin- 

5-ylcarbonyl) amino] cyclopropyl] carbonyl] amino] methyl ] -1,1' -biphenyl-2-yl 
trif luoromethanesulf onate (III) . 

IT 57 87 67-4 1-6P, N- [ 1- [ [ [ (3, 3 1 -Dif luoro-2 ' -methoxy-1, 1 ' -biphenyl-4- 
yl ) methyl ] amino] carbonyl ] cyclopropyl ] pyrimidine-5-carboxamide 
84 5830-01-5P, N- [1- [ [ [ (3, 3 ' -Dif luoro-2 1 -hydroxy-1, 1 1 -biphenyl-4- 
yl ) methyl ] amino] carbonyl ] cyclopropyl ] pyrimidine-5-carboxamide 
RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT • 
(Reactant or reagent) 

(intermediate; preparation of sulfonyl substituted N- 
(biarylmethyl ) aminocyclopropanecarboxamides as bradykinin Bl 
antagonists or inverse agonists for treatment or prevention of pain and 
inflammation) 

RN 578767-41-6 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N- [1- [ [ [ ( 3, 3 1 -dif luoro-2 ' -methoxy [1, 1 ' -biphenyl] - 
4-yl)methyl] amino] carbonyl] cyclopropyl] - (9CI) (CA INDEX NAME) 




RN 845830-01-5 HCAPLUS 

CN 5-Pyrimidinecarboxamide, N- [ 1- [ [ [ ( 3 , 3 ' -dif luoro-2 1 -hydroxy [ 1 , 1 1 -biphenyl] - 
4-yl)methyl] amino] carbonyl] cyclopropyl] - (CA INDEX NAME) 
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IT 845829-98-3P, 3 , 3 1 -Dif luoro-4 1 - [ [ [ [l-[ (pyrimidin-5- 

ylcarbonyl) amino] cyclopropyl] carbonyl] aminojmethyl] -1, 1 ' -biphenyl-2-yl 
trif luoromethanesulf onate 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of sulfonyl substituted N- (biarylmethyl ) aminocyclopropanecarbox 
amides as bradykinin Bl antagonists or inverse agonists for treatment 
or prevention of pain and inflammation) 
RN 845829-98-3 HCAPLUS 

CN Methanesulf onic acid, trifluoro-, 3 , 3 1 -dif luoro-4 1 - [ [ [ [ 1- [ ( 5- 

pyrimidinylcarbonyl) amino] cyclopropyl] carbonyl] amino] methyl ] [1, 1 1 - 
biphenyl]-2-yl ester (9CI) (CA INDEX NAME) 
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(substituted) alkyl, alkenyl, amino, acylamino, heterocyclyl, etc.; R61, 
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R62 = H, R6; R7 , R71 = H, halo, cyano, N02, OH, C02H, alkyl, haloalkyl, 
etc.; with provisos], were prepared for treatment of pain and inflammation 
(no data) . Thus, a mixture of THF, H20, K2C03, Me 2-iodobenzoate, 
4-cyanophenylboronic acid, and bis ( tri-o-tolylphosphine) palladium ( II ) 
chloride was refluxed 3.5 h, cooled to ambient temperature, and stirred 
overnight to give Me 4 1 -cyano-1 , 1 ' -biphenyl-2-carboxylate . The latter in 
2 M NH3 in MeOH with a 50% aqueous slurry of Raney Ni was stirred under H2 for 
9 h to give a residue which was ' dissolved in Et20/EtOAc prior to 
introduction of HC1 to give Me 4 1 - (aminomethyl ) -1 , 1 1 -biphenyl-2- 
carboxylate hydrochloride. To the free base of the above in THF was added 
l-[ (tert-butoxycarbonyl) amino] cyclopropanecarboxylic acid, Et3N, HOBt.H20, 
and EDCI and the mixture was stirred overnight to provide Me 
4 ' - [ [ [ [1- [ (tert-butoxycarbonyl) amino] cyclopropyl] carbonyl] amino] methyl] - 
1, 1 1 -biphenyl-2-carboxylate . The latter was treated with HC1 in 
CH2C12/MeOH to give the deprotected amine which was treated with H0Bt.H20, 
3, 3, 3-trifluoropropionic acid, Et3N, and EDCI in DMF to give 78% Me 
4 1 - [ [ [ [l-[ (3,3, 3-trif luoropropanoyl ) amino] cyclopropyl ] carbonyl] amino] me thy 
1] -1 , 1 1 -biphenyl-2-carboxylate . 
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AB Title compds. I [Het = pyridyl, pyrimidinyl, N-oxide thereof; Rl-2 = H, 
alkyl; R3a-3b = H, alkyl; R4a-4b = H, halo, alkyl , > etc . ; R5 = alkyl, 
cycloalkyl, alkynyl, alkenyl, etc.; R6a = alkyl, cycloalkyl, alkenyl, 
etc.; R6b-6c = H and not more than one of R6a-6c = heterocycle; R7a-7b = 
H, halo, CN, etc.; m = 0-3] are prepared For instance, 1- [ ( (pyrimidin-5- 
yl) carbonyl) amino] cyclobutanecarboxylic acid (preparation given) is coupled to 
Me 2- [2- (aminomethyl) pyrimidin-5-yl ] -6-f luorobenzoate (preparation given; DMF, 
HOBt, EDCI, Et3N) to give II. Compds. of the invention have affinity for 
the bradykinin Bl receptor at less than 5 jliM. I are useful for the 
treatment of pain and inflammation. 

IT 669066-85-7P, 1- [ [ (Trif luoromethyl ) carbonyl] amino] -1- [ [ [ [5- [2- [2- 
f luoro-2- (f luoromethyl) ethoxy] -3- (chloro) -5- (chloro) phenyl ] -3- 
chloropyridin-2-yl] methyl] amino] carbonyl] cyclopropane 669066-8 6-8P 
, 1- [ [ (Trif luoromethyl) carbonyl] amino] -1- [ [ [ [5- [2- [ 2- f luoro-2 - 
(f luoromethyl) ethoxy] -3- (chloro) -5- ( chloro) phenyl ] -3-pyridin-2- 
yl] methyl] amino] carbonyl] cyclopropane 66906 6-87-9P, 
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1- [ [ (Trif luoromethyl ) carbonyl ] amino] -l-[[[[5-[2-[ (carbomethoxy ) oxy] -3- 
(f luoro) phenyl] -3-f luoropyridin-2-yl ] methyl ] amino] carbonyl] cyclopropane 
RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of N-biarylmethylaminocycloalkanecarboxamide as bradykinin Bl 
antagonists) 
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dif luoropropoxy) phenyl] - 2 -pyr idinyl ] methyl ] -1- [ (trif luoroacetyl) amino] - 
(9CI) (CA INDEX NAME) 
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CN Cyclopropanecarboxamide, N- [ [5- [3, 5-dichloro-2- (2, 3- 

dif luoropropoxy) phenyl] -2-pyridinyl ] methyl] -1- [ (trif luoroacetyl ) amino] - 
(9CI) (CA INDEX NAME) 




FCH2-CH-CH2-O 

F CI 
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CN Carbonic acid, 2-f luoro-6- [5-f luoro-6- [ [ [ [1- [ (trif luoroacetyl) amino] cyclop 
ropyl] carbonyl ] amino] methyl ] -3-pyridinyl ] phenyl methyl ester (9CI) (CA 
INDEX NAME) 
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